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THE REP^fZT TZT °° mmUniCati0n " *» «"» «~ »»>> »° continence edj™ 

rejection under 37 CFR 1 .1 V m on, y o eithT M ) a lS3v^m!T en I ^ aPP "' Cati0n> A proper re ^ t0 a final 
allowance; (2) a timely filed Notice of Appe^S appeTfe^ places the application in condition for 

(RCE) in compliance with 37 CFR 1.114 '' ( ' 3 timely f,,ed Request for Continued Examination 

THE PERIOD FOR REPLY [check only a) or b)] 

a) IXi The period for reply expires 3 months from the mai|jng dgte of ^ fjna| 

b) D ix s 2 s: ajsssw. ^sss^oKss forth , in t ep 5 , 70607 «>■ *• f - 

no ev - — - -^r^:^^ fjnai 

set in the final Office action; or (2) as set fort ? n (b) ato^f X^li S explra , tl0n date of the shortened statutory parted for rep y orioinallv 
m a,ng date of the final rejection, even if J^f&^^^JZ ^^^^ 



1 . □ a Notice of Appeal was filed on 




5. □ Newly proposed or amended claim (s) 

separate, timely filed amendment can celling the non-allowable claim(s) W a "° Wab ' e * submitted in a 

6 ' * Z^^^^^J^'* "ration - «~n considered but does NOT place the 

See attached 
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8. H Fo, ptoses of Appe,,, ,h. status „, the claim(sl „ as follows (see ^ 

Claim (s) allowed: /Vo^ 
Claim (s) objected to: 



Claim (s) rejected: £7-77 



9. □ The proposed drawing correction filed on 



10.D Note the attached Information Disclosure Statement(s) (PTO-1449) Paper No(s) 
Other: 



a)D has b)D has not been approved by the Examiner. 
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ADVISORY ACTION 

The request for reconsideration has been considered but does not place the application in 
condition for allowance. 

At page 7 of the response, applicant traverses the rejection of claims 62 and 72-75 for 
containing new matter. Applicant argues that the specification provides support for the claimed 
invention, referring to several specific passages. This argument is unpersuasive because none of 
the passages provides literal support for a method in which patched loss of function is reversed 
by addition to cells having a patched loss of function phenotype of agents which do not cause 
production of functional patched. 

At pages 8-1 1 of the response, Applicant traverses the rejection of claims 61-77 for lack 
of enablement. Applicant argues at page 8 that given the state of the art and the prophetic 
teachings in the specification that one of skill in the art could have practiced the invention to the 
full scope of the claims. Applicant relies for support WO 01/2644, published 4/19/01, asserting 
that this document shows that a compound was used to treat a BCC phenotype in skin punches 
from patched null mice. This is inaccurate. The study in question used cell punches from mice 
which were transgenic for a lac Z gene inserted into the ptc locus, but which had normal ptc 
function. See page 124, lines 22-26. For this reason WO 01/2644 is non-analogous art for claims 
63-71, 76 and 77, which require cells with a patched loss of function, thus Applicant's arguments 
are unpersuasive with respect to these claims. Furthermore, when read in light of the 
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specification, and in light of dependent claims 75 and 77, each of the rejected claims reads on a 
method of therapy of disorders characterized by patched loss-of-function. As indicated in Paper 
Nos. 16, and 25 the selection of agents to be tested in the claimed methods was problematic at 
the time of filing because the biochemical role of patched in cellular proliferation was not well 
understood. As a result, further research was required before potential agents could even be 
selected. See Pennisi Science 272: 1583-1584. Guidance in this regard in the specification is 
limited to the definition of "agents" as "preferably small organic compounds having a molecular 
weight of more than 50 and less than 2500 Daltons, and a non-limiting exemplary list of classes 
of molecules including peptides, saccharides, fatty acids, steroids, purines, and pyrimidines. 
Thus there is reason to doubt that the instant invention can be used to identify compounds which 
can modulate cell proliferation, and there is insufficient guidance as to what candidate 
compounds should be used in the method. In this respect, Applicant's reliance on post-filing art 
to traverse the rejection is unpersuasive. Five years lapsed between Pennisi's assertion that 
further research would be required to identify potential agents for in vivo use and the disclosure 
of a compound which shows some effect ex vivo. This does not serve as evidence that one of 
skill in the art could have relied on Applicant's disclosure of "small organic compounds having a 
molecular weight of more than 50 and less than 2500 Daltons" to identify active agents without 
undue experimentation. 

For these reasons Applicant's arguments are insufficient to overcome the rejections. 
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Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Richard Schnizer, whose telephone number is 703-306-5441. 
The examiner can normally be reached Monday through Friday between the hours of 6:20 AM 
and 3:50 PM. The examiner is off on alternate Fridays, but is sometimes in the office anyway. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Crouch, can be reached at 703-308-1 126. The FAX numbers for art unit 
1632 are 703-308-4242, and 703-305-3014. 

Inquiries of a general nature or relating to the status of the application should be directed 
to the Patent Analyst Patsy Zimmerman whose telephone number is 703-308-8338. 
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Richard Schnizer, Ph.D. // 

/ JAMES KETTER 
' PRIMARY EXAMINER; 



